The association of tooth loss with mortality from all causes, cardiovascular diseases (CVD), and coronary heart disease (CHD) has been studied for many years; however, the results are inconsistent. Method: PubMed, Embase, Web of Knowledge, and Cochrane Oral Health Group's Trials Register databases were searched for papers published from 1966 to August 2018. We conducted dose-response meta-analysis to quantitatively evaluate the relation between tooth loss and risk of mortality from all causes, CVD, and CHD. Results: In the present study, 18 prospective studies conducted until August 2018 were considered eligible for analysis. In the analysis of linear association, the summarized relative risk (RR) values for each 10-, 20-, and 32-tooth loss for all-cause mortality were 1.15 (1.11-1.19), 1.33 (1.23-1.29), and 1.57 (1.39-1.51), respectively. Subgroup and sensitivity analyses showed consistent results. A linear relationship was found among all-cause mortality, with P nonlinearity = 0.306. The susceptibility to all-cause mortality increased by almost 1.48 times at very high tooth loss (28-32), and slight flattening of the curve was noted. However, the summarized RR values for increment for 10-, 20-, and 32-tooth loss were not or were marginally related to increased risk of mortality from CVD/CHD. Subgroup and sensitivity analyses revealed inconsistent results. Tooth loss showed linear association with CHD mortality but not with CVD mortality. The susceptibility to all-cause mortality increased by almost 1.48 and 1.70 times for CVD and CHD, respectively, at very high tooth loss (28-32). The curve exhibited slight flattening; however, no statistical significance was detected.
Introduction
Tooth loss plays an important role in human health [1] and significantly influences masticatory capacity, diet, nutrient intake, aesthetics, and food choice [2] . In adults, the number of tooth loss can be viewed as an index of lifetime accumulation of poor oral health mainly caused by dental caries and periodontal disease [3] . Evidence from observational studies shows that tooth loss may be associated with multiple adverse health effects, including epilepsy [4] , cognitive impairment [5] , ischemic heart disease [6] , heart failure [6] , stroke [7] , peripheral vascular diseases [8] , and cancer [9, 10] . Epidemiological studies have been conducted to determine the association between tooth loss and susceptibility to mortality from all causes, cardiovascular diseases (CVD), and coronary heart disease (CHD). However, scholars reported conflicting results [6, [11] [12] [13] [14] [15] [16] [17] [18] [19] [20] [21] [22] [23] [24] [25] [26] [27] . Previous studies that examined the association between tooth loss and mortality employed small sample sizes, leading to decreased statistical power. According to the report on Global Burden of Diseases, severe tooth loss affects 2% of the global population and is listed 36th among the most prevalent chronic diseases that affect life expectancy [28] . Given the high incidences of CVD and CHD, their economic costs to the society, and their potential effect on public health, we conducted a dose-response meta-analysis to explore the association of tooth loss with all-cause and cause-specific mortality. In this work, we aimed to clarify the strength of the relationship, the shape of the dose-response association curve, and the potential confounding factors of tooth loss and mortality. Elucidating this relationship may emphasize the importance of preventive methods for all-cause and cause-specific mortality.
Methods
The study was reported according to the Preferred Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) Statement criteria [29] .
Search strategy
Literature searches were independently conducted by two of the authors (J.K.S. and J.X.P.) by using two strategies. A literature search was performed in PubMed, Embase, Web of Knowledge, and Cochrane Oral Health Group's Trials Register databases for papers published from 1966 to August 2018 without restriction to regions, publication types, or languages. Eligible studies were identified through Boolean search formation using various combinations of Medical Subject Headings (MeSH) and non-MeSH terms: 'tooth loss' OR 'tooth' OR 'teeth' AND 'mortality' OR 'survival' OR 'death' and 'fatal' OR 'lethal' AND 'cohort' OR 'prospective.' After the electronic search, a manual search was also conducted through the reference lists from original research and review articles.
Inclusion criteria and study selection
Prospective studies (cohort, case-cohort, and nested case-control studies) that investigated the association between tooth loss and mortality and employed a follow-up duration of 2 years or longer were included in the meta-analysis. Studies on mortality in specific populations, such as patients with end-stage kidney disease and diabetes, were excluded in the analysis. Retrospective case-control and cross-sectional studies were also excluded because of difficulty in drawing causal inferences. Adjusted relative risk (RR) was extracted in preference to non-adjusted RR; however, unadjusted RR and CI were calculated when the RR was not provided.
Data extraction
Two authors (S.J.K. and C.Z.) used standardized tables to extract the data. We extracted the following information: first author, publication year, study design, country, age, duration of follow-up, sex, sample size, number of cases and participants, outcome ascertainment, assessment methods for tooth loss, and categories and multiple adjusted RR of tooth loss and corresponding 95% confidence interval (CI) for each category of exposure. Disagreements were resolved through discussion among the authors.
Statistical analysis
We used RR as the effect measure for the association of tooth loss and mortality. Having a dentition of at least 20 teeth is associated with sufficient masticatory efficiency and is a stated health goal of the World Health Organization [30] . In addition, the maximum number of teeth was set to 32 because the third molars tend to induce inflammation. Thus, we calculated the summarized RR and 95% CI for each 10-, 20-, and 32-tooth loss by using a random-effect model. We also conducted a dose-response analysis by using the method proposed by Greenland and Longnecker [31] . The number of teeth lost was used as the median tooth loss. If the median tooth loss category was not available, the midpoint of the upper and lower boundaries was considered the dose of each category. Using the generalized least squares for trend estimation and restricted cubic spline, we explored a potential non-linear dose-response relationship between tooth loss and mortality, with four knots at 5%, 35%, 65%, and 95% of the distribution. We determined the best-fitting second-order fractional polynomial regression model as the one with the lowest deviance. A likelihood ratio test was used to assess the difference between the nonlinear and linear models to test for nonlinearity.
Subgroup and sensitivity analyses were conducted to investigate the potential sources of heterogeneity between studies. Heterogeneity was quantitatively assessed by Q test and I 2 . Subgroup analysis was stratified by sex, duration of follow-up, geographical location, number of cases, Newcastle-Ottawa Scale (NOS) quality, assessment of tooth loss, and adjustment for confounders (age, sex, smoking, alcohol consumption, physical activity, diabetes, hypertension, body mass index (BMI), socioeconomic status (SES), and marital status). Sensitivity analysis was performed by omitting one study in each turn and recalculating the summarized RR for the remaining studies.
According to the NOS scale, quality assessment was conducted for non-randomized studies. The full score was nine stars, and high-quality studies were defined as those with ≥6 stars.
Publication biases, such as small study effects, were evaluated by inspecting the funnel plot for asymmetry and using Begg's and Egger's tests (rank correlation and linear regression methods, respectively) [32, 33] . If an obvious asymmetry was observed, then both fixed-and random-effect trim and fill models were employed for adjusted meta-analysis to examine whether the bias influenced the results [34] . Values with P < 0.05 were considered statistically significant. All statistical analyses were performed using Stata version 13.1 (StataCorp, College Station, TX, USA).
Results

Literature search and study characteristics
A diagram showing the details of study inclusion is shown in Figure 1 . Following the development of our search strategy, 4781 records were screened. Of these, 960 records were excluded because they were duplicates, and 3783 records were excluded based on their titles and abstracts. Thus, 38 full-text articles were reviewed for further assessment. Two articles were excluded because they were case-control studies [35, 36] , and four articles were excluded because the outcome was disability/incidence of all-cause and CVD/CHD mortality [13, [37] [38] [39] . Moreover, seven articles that employed two categories of exposure were excluded [40] [41] [42] [43] [44] [45] [46] . Four studies were also excluded because the exposure of interest was periodontal disease [47] [48] [49] [50] . Furthermore, three studies were excluded because the exposure of interest was denture use [51, 52] and the number of teeth was considered as a score variable [53] . Finally, we identified 18 prospective studies and included them in the analysis of tooth loss and mortality ( Figure 1) .
Eighteen prospective studies investigated the relationship between the number of teeth and all-cause mortality [6, 11, 12, [14] [15] [16] [17] [19] [20] [21] [22] [23] [24] [25] 27] . Seven studies investigated the effect on mortality from CHD [13, 16, 18, 25, 26] while five did so on CVD [13, 16, 18, 25, 26] (Table 1) . These studies were published from 2003 to 2016. Among the 18 articles, nine studies were conducted in Europe [12, 14, 16, [19] [20] [21] [24] [25] [26] , four in North America [13, 18, 22, 23] , three in Asia [11, 15, 17] , one in Australia [6] , and one across multiple countries [27] . We included a total of 19577 all-cause deaths, 1899 CVD-related deaths, and 1526 CHD-related deaths in the meta-analysis. The average follow-up duration ranged from 3.7 years to 57 years, the mean follow-up duration was 13.66 (standard deviation 12.12) years, and the median value was 12.00 (interquartile range, 6-15.8) years. Patients were followed up for over 5 years in the majority of the studies (84.2%).
All studies used clinically measured and self-reported numbers of teeth or missing teeth as measurement. Most studies used the number of remaining teeth, number of teeth, and number of missing teeth. Few studies employed the number of unreplaced teeth and number of natural teeth as exposure. The maximum number of teeth was set to 32. We transformed this information into the number of missing teeth. Most studies reported that death was either self-reported or identified from the national/regional cancer registries, which we assumed that the cancers were verified histologically. Many confounders (age, sex, social determinants such as SES and marital status, smoking, risky alcohol consumption, physical activity, metabolic factors such as diabetes and BMI, hypertension, oral health behavior, periodontitis, and caries) were considered in determining the relationship between the number of teeth and mortality. Most risk estimates were adjusted for age (n = 16) [6, [11] [12] [13] [15] [16] [17] [18] [19] [20] [22] [23] [24] [25] [26] [27] , smoking (n = 15) [6, 11, 13, [15] [16] [17] [18] [19] [20] [22] [23] [24] [25] [26] [27] , diabetes mellitus (n = 9) [13, [17] [18] [19] [20] [22] [23] [24] 26, 27] , alcohol consumption (n = 9) [6, 11, 13, 15, 17, 18, 23, 24, 27] , sex (n = 7) [6, [15] [16] [17] 19, 20, 22, 24] , and body mass index (n = 8) [6, 11, 13, 15, 18, 23, 25, 27] . Some studies also controlled for physical activity (n = 6) [6, 18, [22] [23] [24] 27] , hypertension (n = 5) [13, [17] [18] [19] 26] , and SES (n = 4) [12, 13, 21, 25] . Few studies were adjusted for marital status (n = 3) [13, 17, 24] , educational level (n = 2) [11, 15] , oral health behavior (n = 1) [22] , and caries (n = 1) [22] . None of the studies were adjusted for environmental or genetic factors and periodontal disease.
Quality of selected studies regarding the number of teeth and all-cause/circulatory mortality
We used NOS to evaluate the quality of the eligible studies ( Table 2 ). The median NOS score was determined as 6.5 (range of [6] [7] [8] . Analysis with high methodological quality was performed to determine the relationship between the number of teeth and mortality from all causes, CVD, and CHD.
All-cause mortality
Fifteen cohort studies were included in the dose-response analysis of the number of missing teeth and all-cause mortality. These studies involved a total of 19577 cases among 306807 participants [6, 11, 12, [14] [15] [16] [17] [19] [20] [21] [22] [23] [24] [25] 27 ]. In the linear or nonlinear dose-response analysis, the risk of all-cause mortality increased with increasing number of missing teeth. In the linear dose-response analysis, the summarized RR values for increment in 10-, 20-, and 32-tooth loss were 1. Figure 2 ). In the sensitivity analysis, similar results were observed for all-cause mortality between 10-, 20-, and 32-tooth loss and all-cause mortality. The risk estimates ranged from 1.13 (95%CI: 1.10-1.16) with high heterogeneity (I 2 = 70.6%, P for heterogeneity = 0.000) (excluding the study by Holmlund et al. [16] ), to 1.56 (95%CI: 1.11-1.20) with high heterogeneity (I 2 = 80.8%, P for heterogeneity = 0.000) (excluding the study by Hu et al.) for each 10-tooth loss. The risk estimates ranged from 1.28 (95%CI: 1.21-1.36) with high heterogeneity (I 2 = 71.0%, P for heterogeneity = 0.000) (excluding the study by Holmlund et al. [16] ) to 1.34 (95%CI: 1.24-1.45) with significant heterogeneity (I 2 = 80.6%, P for heterogeneity = 0.000) (excluding the study by Hu et al. [17] ) for every 20-tooth loss. The risk estimates ranged from 1.49 (95%CI: 1.36-1.64) with high heterogeneity (I 2 = 69.3%, P for heterogeneity = 0.000) (excluding the study by Holmlund et al. [16] ) to 1.60 (95%CI: 1.42-1.81) with significant heterogeneity (I 2 = 79.7%, P for heterogeneity = 0.000) (excluding the study by Hu et al. [17] ), for every 32-tooth loss.
When stratifying the data into subgroups based on different exclusion criteria, similar results were obtained for all-cause mortality; however, the strength of the association differed among the studies (Table 3 ). Heterogeneity was very high in the overall and subgroup analyses. Asymmetry was observed in the funnel plot (Supplementary Figure  S1) , with P-values >0.05 for Begg's test and P < 0.05 for Egger's test, suggesting the existence of publication bias. We then used the trim-and-fill models for adjusted meta-analysis. Both fixed-and random-effect models demonstrated consistent results. No evidence of nonlinear relationship was noted between tooth loss and all-cause mortality, with P for nonlinearity test = 0.306. An 'X' shape was observed between tooth loss and overall all-cause mortality risk, with a threshold level of 10 missing teeth. The association subsequently increased to around 10-32 missing teeth (Figure 3) . The association was nonlinear for females (P nonlinearity = 0.09, Supplementary Figure S2A ) but linear for males (P nonlinearity > 0.931, Supplementary Figure S2B ).
Cardiovascular disease
Seven cohort studies were included in the dose-response analysis of the number of missing teeth and CVD mortality; a total of 1899 cases were noted among 46130 participants [11, 12, 16, 19, 24, 25, 27] . In the linear dose-response analysis, increment in 10-, 20-, and 32-tooth losses was marginally associated with increased risk of CVD mortality. The risk of CVD mortality increased with increasing number of missing teeth. However, contradicting results were observed in the sensitivity and subgroup analyses (Table 4, Figure 4) . Heterogeneity was very high in the overall and subgroup analyses. In the sensitivity analysis, inconsistent findings were observed between CVD mortality risk and increase per 10-, 20-, and 32-tooth loss. For 10-tooth loss, the RR ranged from 1.11 (95% CI: 0.97-1.29) with significant heterogeneity (I 2 = 82.0%, P for heterogeneity = 0.000) (excluding the study by Holmlund et al. [16] ) to 1.28 (95% CI: 1.07-1.53) with significant heterogeneity (I 2 = 90.2%, P for heterogeneity = 0.000) (excluding the study by Janket et al. [19] ). For 20-tooth loss, the RR ranged from 1.25 (95% CI: 0.93-1.68) with significant heterogeneity (I 2 = 83.0%, P for heterogeneity = 0.000) (excluding the study by Holmlund et al. [16] ) to 1.64 (95% CI: 1.14-2.53) with significant heterogeneity (I 2 = 90.5%, P for heterogeneity = 0.000) (excluding the study by Janket et al. [19] ). For 32-tooth loss, the RR ranged from 1.43 (95% CI: 0.90-2.29) with significant heterogeneity (I 2 = 82.7%, P for heterogeneity = 0.000) (excluding the study by Holmlund et al. [16] ) to 2.21 (95% CI: 1.25-3.93) with significant heterogeneity (I 2 = 90.4%, P for heterogeneity = 0.000) (excluding the study by Janket et al. [19] ).
When stratifying the data into subgroups based on different exclusion criteria, inconsistent results for CVD mortality were obtained. In the subgroup analysis for sex, we found an increase in CVD mortality risk among the female population per 10-, 20-, and 32-tooth loss but not among the male population. When stratified by number of cases, tooth loss was significantly associated with increased risk of CVD mortality among cases >500. When we restricted the analysis to follow-up duration, geographical location, NOS quality, and adjustment for confounders, no significant association was observed. Both Begg's test and Egger's funnel plot asymmetry test (rank correlation test and regression method, respectively) in the meta-analysis indicated no significant publication bias (Begg's test, P > 0.05; Egger's test, P > 0.05). We also found little asymmetry in the funnel plot (Supplementary Figure S3) . No evidence of nonlinear association was observed between tooth loss and CVD mortality (P for nonlinearity test = 0.355). Tooth loss was not related to increased risk of CVD mortality below the level of 10 missing teeth, and the association marginally increased at around 10-19 missing teeth. Subsequent tooth loss increased the risk of all-cause mortality, with a slight flattening of the curve at around of 20-32 missing teeth; however, the statistical significance was not evident ( Figure 5) . Considering the few studies that were analyzed, we were not able to fit an interpretable nonlinear curve for males and females. 
Coronary heart disease
Five cohort studies were included in the dose-response analysis of the number of teeth and CHD mortality. A total of 1526 cases were included among 125716 participants [13, 16, 18, 25, 26] . In the dose-response analysis, an increment in each 32-tooth loss was marginally associated with increased risk of CHD mortality (RR: 1.87, 95% CI: 1.01-3.47) but not for 10-and 20-tooth loss. However, inconsistent results were observed in the sensitivity and subgroup analyses (Table 5, Figure 6 ). Heterogeneity was very high in the overall and subgroup analyses. In the sensitivity analysis, inconsistent findings were found between CHD mortality risk and each 10-, 20-, and 32-tooth loss. For 10-tooth loss, the RR ranged from 1.13 (95% CI: 0.97-1.30) with significant heterogeneity (I 2 = 71.6%, P for heterogeneity = 0.003) (excluding the study by Holmlund et al. [16] ) to 1.30 (95% CI: 1.08-1.56) with significant heterogeneity (I 2 = 85.9%, P for heterogeneity = 0.000) (excluding the study by Tuominen et al. [26] ). For 20-tooth loss, the RR ranged from 1.13 (95% CI: 0.97-1.30) with significant heterogeneity (I 2 = 69.2%, P for heterogeneity = 0.006) (excluding the study by Holmlund et al. [16] ) to 1.30 (95% CI: 1.08-1.56) with significant heterogeneity (I 2 = 85.7%, P for heterogeneity = 0.000) (excluding the study by Tuominen et al. [26] ). For 32-tooth loss, the RR ranged from 1.47 (95% CI: 0.93-2.34) with significant heterogeneity (I 2 = 70.5%, P for heterogeneity = 0.005) (excluding the study by Holmlund et al. [16] ) to 2.33 (95% CI: 1.29-4.22) with significant heterogeneity (I 2 = 85.9%, P for heterogeneity = 0.000) (excluding the study by Tuominen et al. [26] ).
When stratifying the data into subgroups based on different exclusion criteria, inconsistent results were obtained for CHD mortality. In the subgroup analyses for duration of follow-up, geographical location, and number of cases, we found an increase in CHD mortality risk in the subgroup analyses stratified by short duration of follow-up, America, and number of cases between 500 and 1000. When stratified by adjustment for age and sex, tooth loss was marginally associated with increased risk of CHD mortality for each 32-tooth loss, but not for each 10-and 20-tooth loss. When we restricted the analysis to adjustment for alcohol, physical activity, BMI, SES, and marital status, a positive association was observed. However, when stratified by adjustment for diabetes and hypertension, no significant association Figure S4) . No evidence of nonlinear association was observed between tooth loss and CHD mortality (P for nonlinearity test = 0.806). Tooth loss was not associated with increased risk of CHD mortality below the level of 10 missing teeth. Tooth loss was associated with marginally increased risk of CHD within 11-18 missing teeth and increased risk at around a tooth loss of 19-32; however, the statistical significance was not obvious (Figure 7) . The association for males appeared to be nonlinear (P nonlinearity = 0.819, Supplementary Figure S5) . Considering the few studies evaluated, we were not able to fit an interpretable nonlinear curve for females. 
Discussion
To the best of our knowledge, the present study was the first to conduct nonlinear and linear dose-response meta-analysis for examining the association between tooth loss and risk of all-cause and circulatory mortality in the general population. In the linear dose-response analysis, we found 15%, 33%, and 57% increments in the relative risks of all-cause mortality per 10-, 20-, and 32-tooth loss; 21%, 45%, and 83% increments in the relative risk of CVD per 10-, 20-, and 32-tooth loss; and 21%, 47%, and 87% increments in the relative risk of CHD per 10-, 20-, and 32-tooth loss, respectively. Tooth loss was associated with increased risk of all-cause mortality. However, the associations between tooth loss and risk of CVD/CHD mortality were marginally statistically significant. The associations between tooth loss and all-cause mortality risk did not differ by different exclusion criteria and appeared to be linear. The positive associations observed in the meta-analysis confirmed the association between tooth loss and mortality from all causes but not for circulatory mortality. In the nonlinear analysis, the associations between tooth loss and all-cause mortality were not significant below 10 missing teeth however, there was an increase in the risk with 11-32 missing teeth, with a slight flattening of the curve at around 28-32 missing teeth. Based on the meta-analysis results, people who have lost more than 10 teeth should pay attention to increased risk of all-cause mortality; with increase in tooth loss, the risk of mortality also increased. However, the associations between tooth loss and CVD mortality were not significant within 0-10 missing teeth. The risk reached a slight plateau of the curve at around 11-19 missing teeth. The associations subsequently increased in risk with 20-32 missing teeth; however, the statistical significance was not obvious. The associations between tooth loss and CHD mortality were not significant below 10 missing teeth. The risk reached a slight plateau of the curve at around 11-18 missing teeth, and the risk increased at around a tooth loss of 19-32; however, the statistical significance was also not obvious.
As people age, they lose their teeth. Most of the missing teeth of an elderly subject would have been infected before tooth loss or extractions; hence, the number of missing teeth could be an indicator of poor oral health. Two major biological mechanisms could explain the link between tooth loss and mortality. First, infectious agents in oral health, such as Streptococcus sanguinis and Actinobacillus actinomycetemcomitans, exert possible direct effects contributing to the pathogenesis of atherosclerosis and thrombosis [54, 55] . The associations between infectious agents found in the oral cavity and myocardial events are assumed to be reflected by the positive association observed between white blood cell count and serum albumin and myocardial events [56] . In addition, periodontal pathogens may affect CVD/CHD and lead to detrimental effects on endothelial function, atherosclerosis progression, and plaque stability [57] . Systemic inflammation could be a possible causative pathway based on observations of increased levels of inflammatory markers in patients with PD. This finding was also previously demonstrated in this cohort with higher levels of C-reactive protein among those with more tooth loss [58] . Moreover, periodontal therapy could result in reduced systemic inflammation and improved endothelial function; as such, the long-term effects of PD treatment on clinical outcomes are unknown [59] . Second, the negative impacts of tooth loss on daily activities such as phonation, altered diet, and socializing are well documented [60] . A severe consequence of tooth loss is edentulism, which is the complete absence of teeth within the oral cavity. This condition can deteriorate the individual's quality of life. Moreover, altered diet choices may lead to malnutrition because of the insufficient mastication as a consequence of tooth loss. The associations between mortality and malnutrition are highlighted in literature [61] . Tooth loss may lead to an altered diet, which may include reduced intake of vegetables, dietary fiber, and whole-meal bread and could be directly proportional to increased mortality. Therefore, tooth loss could potentially increase the risk of all-cause and circulatory mortality.
This meta-analysis exhibited several strengths. Recall bias is not likely to explain our results and the possibility of selection bias is reduced because the meta-analysis was based on prospective studies. In addition, the first research highlight of this meta-analysis is its large sample size. The meta-analysis included a large number of cohort studies with more than 23000 cases among almost 1 million participants. The large number of total cases provided high statistical power to quantitatively evaluate the association between tooth loss and mortality risk. To increase comparability between studies, we conducted linear and nonlinear dose-response analyses. In addition, we expanded the meta-analysis and the association between different geographical regions and study designs, adjusted for covariates which were also explored. The result persisted in a number of subgroup and sensitivity analyses between tooth loss and all-cause mortality, suggesting that the findings were not likely to be due to the confounding and was robust to the influence of single studies. Second, publication bias is a potential concern in any meta-analysis because small studies with null results do not get published. However, in our meta-analysis, we found little evidence of publication bias analysis of tooth loss and risk of CVD/CHD mortality, but not for all-cause mortality. In addition, the further trim-and-fill method suggested no obvious changes in the results in both fixed-and random-effect model.
This meta-analysis presents several limitations that must be considered in interpreting the results. First, the analysis of the length of the induction period allows for clarifying an exposure-outcome relationship and for falsifying the pathway assumed. Therefore, the observation period should cover a reasonable induction period. If a nutritional pathway was taken, an assumption, in which the effect of chewing disability on mortality for an induction period of at least 5 year, could be reasonable. The longer the supposed time sequence between exposure and the occurrence of the outcome, the more crucial to analyze the empirical induction period. Moreover, the accumulation of risk factors over a lengthy induction time complicates the exploration whether and to what extent is death a consequence of oral risk factors and to identify the underlying pathway. In the meta-analysis, the average follow-up ranged from 3.7 years to 57 years among included cohort studies. Patients were followed up for over 5 years in the majority of the studies (84.2%). Therefore, the observation period in the included cohort studies covered a reasonable induction period.
Second, all-cause mortality is a non-specific outcome related to ill health from multiple cases. Tooth loss may also reflect other non-disease-specific aspects, such as historical access to dental care and temporal and geographical trends in dental extractions. The determination of the specific causes of all-cause mortality and tooth loss was not possible. Despite the lack of this information, previous studies have shown that circulatory diseases, such as CVD and CHD, as well as cancer are the common causes of mortality among the elderly [62] and the main reasons for tooth loss are untreated dental caries and periodontal disease [63, 64] .
Third, tooth loss and mortality from all causes and CVD/CHD share common risk factors. Among these factors, age was strongly associated with tooth loss and mortality from all causes and CVD/CHD. Smoking and SES also had a considerable influence on the development of clinically detectable periodontal disease, which eventually over a period of time, leads to tooth loss. As smoking and SES are important risk factors for all-cause and circulatory mortality [65] , the non-consideration or rough classification may led to overestimation of tooth-number-related effects on mortality. Similarly, not controlling diabetes, body mass index, or obesity as surrogates limits the validity of some findings because diabetes is an important risk factor for periodontal disease and strongly associated with increased mortality, thereby confounding the relationship between tooth loss and mortality [66] . Many, but not all, of the studies, had adjusted for potential confounding factors, although not all potential confounders were adjusted for in every study. Confounding bias may further explain the inconsistent patterns of the relationship between tooth loss and mortality.
Fourth, heterogeneity was common among the studies included in the meta-analysis; therefore exploring the potential sources of heterogeneity is essential. A significant heterogeneity was also detected in the study. Studies included in this meta-analysis were heterogeneous in terms of different populations investigated and diagnostic criteria for tooth loss, thereby contributing to the heterogeneity in the pooled analysis. Furthermore, unstable results were observed in subgroup and sensitivity analyses between tooth loss and CVD/CHD mortality, which indicated that more relevant articles are needed to further explore this association.
Finally, different measures and definitions of tooth loss were employed within the selected studies. Most studies used the number of remaining teeth, teeth loss, natural teeth, and unreplaced teeth as exposures. The number of remaining teeth was a non-specific marker of dental disease experience, whereas the number of unreplaced teeth may be considered to be a proxy for the current status of masticatory efficiency. The use of the number of teeth was more appropriate than the number of missing teeth as the exposure of interest. Therefore, the number of unreplaced teeth as exposure was preferred in the later studies. Most studies adopted self-reported tooth loss, whereas others used validated methods of examination by a professional dentist. The self-reported tooth loss was from study participants, which could have overestimated the average tooth loss. Self-reported tooth loss were validated measures of tooth loss [67] and were also useful instruments for data collection, particularly in large-scale epidemiological studies. Despite the use of self-reported information, sensitivity and subgroup analyses did not alter the results between tooth loss and all-cause mortality. However, in the subgroup and sensitivity analyses for CVD/CHD mortality, varying results were observed. No information on the duration of tooth loss, incident tooth loss during the follow-up period, denture use or implants was observed, which could potentially influence the results and constitute a source of misclassification. Overall, these limitations may affect our final conclusions.
In conclusion, our meta-analysis indicates that tooth loss, and in particular complete tooth loss (edentulism), could increase the risk of all-cause mortality. Tooth loss is a potential marker of all-cause mortality, but not for CVD/CHD mortality. However, we could not conclude in the present study that tooth loss may be a casual factor for all-cause mortality. In addition, because of the several common risk factors for oral and systemic diseases mentioned, careful interpretations of their relationship with mortality are needed. Additional large-scale and high-quality prospective studies are also required to evaluate the association between tooth loss and CVD/CHD mortality.
